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[9] ^fi^RNA^, £kT(D (a) ~ (c) <D\ tLd^fEfcODNA^— K$tL3RNA, 
*5 J; t^SlRNA^^MW^RNA^t? n M#KRNA-efc£, [8] ^|B«(D|fflJ!a5Efl^J 

o 

(a) IE?!j#-^:9, 12, 14, ^^16<Z)V ^tb^^CfeifeO^^ia^J^-a-tpDNA 

(b) IE^lJ#-^:9, 12, 14, ^tz.m&(D\ ^^f)^&L(DmM^\^t^DnAt^VV 
>-v?m^h^^#T-CvN^y^VXi-^DNA 

(c) E#|#-^-:ll % 13, 15, ^fc«17(DV^-f^^-fE<c^KIS?lJ^t^DNA 
[10] ^J^^E^^h^^KyT^bTM^^^^^tt^i-^, [8]£fcte[9]^fE 

[11] fJIMJ!&7»«-e&3, [8]~[10](DV^tL^^^fE«cO«5Ef|ag^J 0 
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-f;n^-e;fc£, [8]~[io](Dv^tL^^^fE*<DM^EM^Jo 

[13] J^TW (a) (c) ©v ^^tM^tLTMt?.^ «IWS0»J!: 

(a) WTl»^^(DfeM^^^BMW^RNA^5^RNA^+BMW^RNA^^tP^m 
#|RNA 

(b) (a) (D^M^RNA^=3— Ki~§ DNA 

(c) (b) <DDNA/^A£tLfc^^— 

[14] ^SS§!RNA#\ £kT(D (a) ~ (c) (DV^-f ^^-?E*^»DNA^r3— K^tL^RNA 
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(a) IS^lJ#-^-:9, 12, 14, ^fc.m6<D\^~fthfrlcmm<7)i&mmm : &^t?DNA 

(b) IS^iJ#-^-:9, 12, 14, ti±m6<D\^Hfi^cm^(D^M®im&-&t?DNAt*hV 
^^^h^^#TT:vN^y^VX-r§DNA 

(c) ie?lj#^-:ll, 13, 15, ^fc«17(DV^-f^^-fE<c^Xie^J^ti'DNA 
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§|RNA 

(b) (a)<D^fi^RNASr=J— Ki"SDNA 

(c) (b) (DDNAflSjf A&tbfc^^— 

[16] ^JTf(RNA#\ ^-f<D (a) ~ (c) <D\ ^TtbflMClEScODNAfca— K§*b5RNA 
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(a) B&^J#-^:9, 12, 14, */c^l6(DV^-f ^^-fEic^KIS^J^'a-tpDNA 

(b) @a?lJ#-^:9, 12, 14, ^c^ie^V^-f^^-fB^^XIE^lJ^-a-t^DNA^hy 
^^^h^^#T-CvN^y^VXi-^DNA 

(c) IE^J#^- : 1 1 , 13, 15, ^7C^17(DV^^^-fB^(D^^ia^J^tpDNA 
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[g|2]^<^^— MWTl-siRNA^i§17AA(+) WT1 mRNACOm^MiM^^'f'^M'Ch 

•So 

[g|3]^^^— SWTl-siRNA(Dtl^jfMi^i-E|-efc^. 0 
[ El 4]^^^-SWT 1 -siRNA<D#|}t £r^"t" HI -"CfcSo 
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[08]^^— MWTl-siRNA^J;§SlHJi^(DT^h— ^(DM2S^i~lll"e^o 
[09]^^^— MWTl-siRNA^J;^^|0Jia(DT^h— ^cDM^^-f"lll"e^o 

[mio]^<^— mwTi-siRUAicx^h^^vTmniiLfDm^Tjki-m^^o 

m 1 SWTl-siRNA&c b^KU rmm^m^^ir m~&bZ> 0 

m 12]-<^— SlWTl-siRNA^^JK^y/Hf ffl ^ J^^B^iM}^ 

f&i£r^-*-ia-ca>5o 

[013]^^— MWTl-siRNA^«^J^h^^KO#ffl^J;^SiMJ^cDii^^J^ 

[014]^^— SWTl-siRNA^J;6SIHJ^^K^y/vifi/^^:tt<Dii5S^i-|ll 

[015]^^— MWTl-siRNA^^^S^JiS^^h^v'W^tt^ii^li^i-ia-efe 
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[®17]^W— MWTl-siRNA*5j;U?^i^J(D#ffl ^£3, Sll 
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[0011] ^^K^siRNAJi, t^Wt?fc§WTlit^^-(D^^^^)^MW^RNA(T^-fe^ 
^RNAfO ^o^t^f^RNAtd^BMW^RNAC-fe^RNA^) ^^-^Lfc^M^RNA-efe 
§ c ^mm<DsiRhiA(Dm^tf^WTlMi^l L CO^^m^l(Dm^\tl,Xi^ siRNA/^ 
RNAi^^b5^RB t 9#^flilJPS^^V\ 0^b<{*. WTlit^^-(D^^0^)(D 
17AAfMi^#i£«IE^iJ-e&>5o ^WC^-CTnAA fMijifi, WTlit'fS^- 
Ofe^H^CDia^J^K WTl^fc^^#^i~52;^Bff (^alternative splicingfMiO^^) 

(D5'#j(D§pf5A-ei7ji<DT^y^t^^-r^^^$i- 0 ^<D£5&^ia^J»Jlf*ift 

^«l-c, m$m^:i<vmm&mfz>z-t&x^% 0 ^mmm\^^^xm\^ 

WT 1 itfc^tf) <^ 1 7 AAf Mfr l£*f siRNA<Di? ^§K<DiM@a^J ^BB^iJ- 

T^ir^^C0i^Sga?iJ^ia^iJ#^-:2t^Lfc o ^:^K<^siRNA», IS 



7? 



[0012] siRNAfi, M^XM^^^^m<DM^^^r.m^RNA^M^, ^tt 



^$^v>fSH^*$'efetvfi#^RBS^<, $JxJ3\ 15~49±M*f^ 

[0013] dsRNA^*5tt§RNA^|±^W'n-bf'^m^RNA(D§P^^, ^^^j-^LTV ^ 
[0014] ^:^K«siRNA(D^S«3t«, WTlit^^-^^^^RNAi^im^i^^TljIJUt^ 
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[0015] ^^^(DsiRNA^, WTlitfS^-, 0^b<f*17AA(+)T^y^— ^(Di^^IE^lJ^ 
^l^&3ia?iJ£»iU l«i-§^^^^5o 17AA(+)T-ry^— A^f*. _h3£ 

^)MmX&Z>mRNA<DmmirZ>m^ ^f*b< tel7AAg M5L^)fJ«(D@a^J^3l^i-6 
o m^fcmm^Mf^ir^r. MRNA£r, ftfWin vitro^^, 7/' — i/RNA/Kyy 
9— if^fflV^in vitro^^ic, ^n- ^fkcDNA ^^^^•^•^LfcftV^dsRNA 
^RNaseIII^{*Dicer^j:o-C-Klif-f-^^fe^^j:o-C, igU^tH-^^-C^S 

o iliM^!i-e^fflbf'i:hwTiitfs^-(DcDNAia^j^ia^j#-^6^^i- 0 i^wTiitfe 

^-(D17AA fPfifi, @a^lJ#-^6^^Lfc@a^J(D^1137^^^1187fi-efe§ 0 f£ 
WTlit<|S^te, NCBI GEN BANK NM_024426^^^$tL"CV ^ Q 
[0016] ^§M»siRNA^ WTlitfs^-^<Dfi^cD§M5L(D^^ia^J^X^tlW^^ia^J 

[0017] WTlit'fS^^cO^bV^Xia^JiL'C^, WTl^rVADNA^HlSOO^^^ 
1529{i(ia?lJ#^-:9), 1^2059^^^2088^ (ia^"J#^-: 12), H2928{i^ibH 
2957{*(ia?lJ#^-: 14) , H3256^^^3285{i(D^^ia^lJ (ia?lj#^-: 16) x 

^rtL^(Dia^ji^hyy^^h^^#r^vN^^y^vxi-§DNAco^ia^j^# 

&>^bfcia?lJ^o^^- (i-^t?^^20^y^°^-K) ^DNA^fcttRNAO^^ ^ 
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XhV^^hftgkftbn, m%.t£. Mft. 42°C, 2XSSC, 0.1%SDS(D^#-efc>9, 
0*b<f*5O < C % 2XSSC, 0.1%SDS<^^#-t?fc«9 x ££>f£0*lXf3u 65°C, 0.1 X 

[0018] ^hy^cn^h^^T-CvN^^y^vXi-^DNA^L-Cfi, <fc«50*lXf*E#l## 

:ii, i3, is, &tcfei7(D\,^irfrhMzmM<D^Mmm&^fcDUA&mf%^b&X' 

[0019] ;fc^W»siRNAte, ±|BT>^*fe^RNA^Sr=»— Ki~5DNA(£t.T, T^ir^ 
=3— KDNA) *3«t05_h|B"fe>'^RNA^Sr=i— Ki~-5DNA(^T, ir^=3— KDNA) 

KDNAJ 7'o ; e^-^[^0f^rt0^^(^xU «rt 
-CT^-fe^RNA, -fe^RNA^Ja^siRNA^j^^-fr^^^-e^S^^ 

— , T*?S*74>W<99—* T s ?SW3&4fr*'<p#~-, Vtns—TMJW*?? 

•M/l^'-W— te¥ifi&lf btb&tf(Y. Niitsuk, Molecular Medicine 35: 
1385-1395 (1998)), rtL&)^Rg^$tb^^"e^V\ &'(A'X'<??~-"Z1Z%: 
<s, ^ ^-^/VM DNA(Zanta M.A. et al., Gene delivery: a single nuclear localization 
signal peptide is sufficient to carry DNA to the cell nucleus. Proc Natl Acad Sci U S 
A. 1999 Jan 5;96(l):91-6), %9\sT~~' ^WttSr^O^^^f^fliDNA, *fcf3naked 
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plasmidt)^7^#f iitBC^IV ^-Hi^'C^'S (Liu F, Huang L. Improving plasmid 
DNA-mediated liver gene transfer by prolonging its retention in the hepatic 
vasculature. J. Gene Med. 2001 Nov-Dec;3(6):569-76) 
[0020] ^38WOsiRNASr=»— Kt"5DNASr, s<99— 4$\Z.{%&&'&Z>m&<?>1&&bLX^ 

fljfcfi^ m—<D^??—frhT>-?"te>-XRNAm, -t^RNAM&^U^&mtfZt 
L-Tf3u Tly^±ly^^DNA^XXJ±ly^=i^DNA(D±M^tl^tlpo\lim(D 

m.tfcMtt£<>tl—^(Dr.$:m.DNA(siRNA=i-- KDNA) ^#^L^, -^OpHllJ^ 
tt-€^t(D^^T^^"fe^RNA, ir^RNA^^Ji.Ut^i:^ tC7°n^e— [b] 
b-C«X.fett^ 0 icDJ^im, -fe^RNA, T^ir^RNA(DT^^#^ia?'J 

&ttM£tiz>z-t&mrt sterna ^n^ti<Dm(T^±^RNA=i—}?M. 

[0021] -^t?*— ^#Ai~^^:^9!^ s iRNA^— Ki-^DNA^LT^, t^WIE^'JO^^ 

^^r^o^WV^h^V-KRNACself-complementary ' hairpin ' RNA(hpRNA)) ^ffrS =£ 
5^ >^by^h (Smith, N.A. et al. Nature, 407:319, 2000, Wesley, S.V. et al. Plant 
J. 27:581, 2001, Piccin, A. et al. Nucleic Acids Res. 29:E55, 2001) St^V^^M 

[0022] {-*5v m&omm(D4^<— t^v tr— h^r^ ^#A$tL^*iE?ij« 
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m^m&th^ #?*b< m&m^ m^mm^mmmm (io OP i) ^.tcmm 
<Di&mm (ioo P 2) ^mf^t^m^o 

[0023] £/c, MtZZ^??— ^^T^ir^RNA, ir^RNA^?a$-fr§*^iL-C^, 
#i|x.kE, T^*fe^=a— KDNASS.tT^-fe^^— KDNAOJi^ti^^-etl polIII^ 
(Di5^^V>RNA^iaU#§^°n^— ^^^^-fr^T^ir^RNA^ia^ir^h 

[0024] gp*j, TsiRNACmiilRNA) Sr=a— Ki~5DNAj Ji, siRNAC»H^"(D 

^Srn— Ki~5— o<ddna-C&o-0£k -tti^Ptw^ffiSr^— Ki _ 62o<Z)DNA(Dffi.'^ 

-fT^ot!) <£V \, ^fc, r s iRNA(^m^RNA)^r=t— Ki-^DNA^jfA^ttfc^^^ 



[0025] RNAitCfflV^DNAfciU ^&5&ISJ2&V^ />/^<^70 

^l^lfi, 96,97,98,99%J^_h)(Dia^J(Z)^— tt^i-^o ^IS^J^^I— tttt, 
Karlin and Altschul^«tST/V'=^!JXABLAST(Proc. Natl. Acad. Sei. USA 
90:5873-5877, l993)K£<oX&:fe1rZ>^b&-V%Z)o ^cDT/l^yXi^K^V ^~C, 
BLASTN^P^fitbS^n^AdSPBIS^ixTV^CAltschul et al. J. Mol. 
Biol.215:403-410, 1990) o BLAST (Zl^^V^TBLASTN^^oT^SBa^J^^^lfi"^ 

s<7*~#~-t£itkx.l£score = 100, wordlength = 12tir^ 0 BLASTS 
Gapped BLAST^n^^^fflV^J^^^, #^'n^9A©7 f 7*/l>V'?9p<— 

[0026] ^^mcOsiRNA^ ^siRNA£=t— Ki~5DNA, ^DNA^jf A^fc^^^ -^tb 

#5 0 « W ©HM^P h^xx^^a >i*IH^Srffl v ^X%®%& fcag A1~ tufi. 
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[0027] &mw<D mM<D$h$k} t^xi-i, mmmmm^mm, mm^mmm^ ttzi-zm 

[0028] mm^kfe. — m^m^xhoxh^^u MmmtmMistim^mmz. 
[0029] ^mmi^n^ mm^E(T^b—^mmm^t^xn, B^<n^b^vvr 
[0030] *mm<DMM&i&mm^muu WMmzm^x*b^b*vTmm±<Dm$: j $>, 

[0032] ^p^(D^j(^^im^ffi#$^^aj^«, wTiite^Srismi-Sjiwia-efcSo - 

mM&, Sskmimm, ~£fcfeWWm&, XW^<U, HT-1080, HL-60, SW620. 

[0033] *«ig©li^MfflEln B piL«t5^tt, iglrM^Kbi-S'^^-e 

fF^^^SE^J^LT, mtf#ffi?£tt£iJ, ja^f!l. *^sk *#*sk {£#£k ^ 
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mm. mmm. mmfth mmtm, m&m. mnm. mnm, mmm&mm. mm 

mm. mMtm, mmm, m-m^^m, y^^^-Tr^m, -<^yhm. $r 
^pj. -<-^b^ 4¥mamti.xmmm, ^m. m&m, ^wm. mmm, ?\-mm 

m\\m^Z.hifiX^ 0 Wittfet\^X\^ fljfctfin vivofefe XXfex vivo 

m&mfz^k^x^Zo 

[0034] wr, *mm&mmmzm^£VM;fcmz.tmirz> 0 h^th. ^mmttrmm 
[0035] j^t '(Dmmmxi^ m^wjizmMmk. mm^mmm ht-ioso, mm 

AZ-52K ^H0lfflJ^SW62O*Dj;tFtfr'i'M^tt&Jk-)HlB^ HL-60£. 1®<^WT1# 
^^HIStt'efeSMS^aiS PC-14^fflV^c 0 HT-1080, AZ-521*dJ;I^PC-14« 
DMEM 10%FBS^-#i#iffi, SW62 0 4o j; t^HL-60 f±RPMI IWoFBS^^igmX, 37°C, 
5%CO T"ei#*L/c 0 

2 

[0036] [^Ji^!|l]WTlit^^-mRNA 17AAf|3fi^W^i~ ; 5siRNA^Ji^^^— <D\^M 

WTlitfe^-mRNA lTAA^^L^^^^^^siRNA^JS^^^^-f^^tDTt^^ #Ai~ 

^lJ(D^150^^^179{i-efe§ o f^MbfcSE^lJ SrTI B^-T (IS»^-: 3) G 
5'- C CCT TCT GTC CAT TTC ACT GAG CTG GAG CT 
(tlWRNACOT^ir^^^-SOmer-^— Ki~5DNA)- 
-AAAACTCGAGAAAA zfis— ^^XXhoIlMh^ra'tP ) - 
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-AG CTC CAG CTC AGT GAA ATG GAC AGA AGG G 
(^^JRNA(D-fe>-^^-30mei^^^-Ki~§DNA) - 
-GGTACCCCGGATATCTTTTTTT-3' 
[0037] _h|EDNA5rsiRNA^^,^<^— <Dtm— ^>-^g|5$^jf AU WRI4^<^— 

^-^5 (tfcsiRNA^JS^^^—CpPuro-tRNA-SKE vectorf^KJE Lfc Q 
pPuro-tRNA-SKE vectorCDftt^^ piGENEtRNA Pur Vector {?n— l/^y?%t) % 

[0038] ~£fc, WTljt'fs^-mRNAcD^^T^y^^-— A(D*M@S^lJ^ll^ii-5siRNA^ 
g,/<^-i;Lt, WRI3-<^— £fESiG7c 0 WRI3-<^— te, 
aag gtg get cct aag ttc ate tga ttc cagCT^^-ir^^RNA^^— Ki~3DNA, lE^IJ 

ctg gaa tea gat gaa ctt agg age cac ctt(ir>^RNA|i£r=t— Ki~<5DNA N BE^U^^5) 
^tPo WRI3^J;5fJIM£m. Ba^lJ#-^6^^b/cWTljte^ga^lJ(D||110H5L 
^^1130^-efc§ o 

[0039] [H»>J2] mmn^tte X t^siRNA^H^y^— O^A 

WTlit^^-^rr^^li.i'S Fibrosarcoma cell line HT-1080£BJfelO%-^-Dulbecco' 
s Modified Medium(DMEM) cp-t?ig#Lfc 0 MJ^^^-^Xb^lHT-1080|fflJJ^2xl0 4 
cells/2ml^6 well plate 240#^^^Fugene 6 (ROCHE)£JlV>TWRI4^^ 
— &3M3;^<^— 2 g^HT-1080«^i||AWh o 

[0040] [^Jfe^!j3]siRNA^ia-<^^— tCj:§HT-1080|BJ3S(Dii^t^f|j|J 

WRI4-<^— ^iS^fflJ^iiWflflJ^^ff^b/Co £r2gAUcHT-1080 

24h, 48h, ^«72hig#L, mBm&&feuzo M&wt&Wfefe, hv^y 

[0041] HT-1O8O|0IS^WT1 ^>ffi-§siRNAB?i.^^^— Sr^Ai*5^=»^h^— 

-To 

[0042] WRI3^?S-<^— ^HT-IOSOM^AU fflJ&Jf Jji^ffrJ&;££tfcfjUfc 
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[0043] [HJg^|4]siRNA^^^<^— ^J;^WT117AA mRNAcD^Jl^lJ 

WRI4-<^— \C WT 1 1 7AA mRN ND^^M U ^JH^RT-PCRjfe K X *9 %kt$ Vtt 



[0044] HT-1080^HJJS2xl0 4 |ffl^^^j-bWTl lTAAfRfi^^fi-^RNAi^H,^^^— WRI-4 
tifcn^^??— 2 ix g^Fugene6 (Roche)^fflV^Lipofection^J;9$M&ft^^AL 

Trizol^rffiV^Ttotal RNA^ftffiU 2 ^ gCOtotal RNA^tlMirU dT primer^fflV^ 
MMLV reverse transcriptase#^T"CcDNA^-^^b/Co #Ct^ WTl<D17AAflHvL&r 
(i$t?J:5^K , f+bfc^ 1 7— K7 P 7^^- 5'- gac ctg gaa tea gat gaa ctt ag -3' ( 
E?IJ#^-7)^I^y/^— XZf^-*— 5'- gag aac ttt cgc tga caa gtt -3' (ia^J#^- 

WT1 17AA(+)*5J;TJ«17AA(-) mRNAO^JStCoV^^WUfco 
[0045] 1£%&M2iz:mir 0 WRI-4|ilSi^^— £^ALfc$BJ}ft-ei7AA(+) WT1 mRNAO 

[0046] [Hi&#!|5] siRNA vectorsCD; 

looplIB^lJ(40nU 18)<H£t?WTlmRNAt£#Mlft&ffi#l ( "fe^i 

(30nt) - loopl(40nt, BE^U##:18) - T^"fe^^(30nt) )(D^r])=^^U^"f-^l 
II, *3j;U?loop2ia^'J(10nt : human pre-miR-23<£>loopE#U gS?'J#^-: 19)<H£if 
WTlmRNA^#MW^IS^lJ( ir^^^(30nt) - loop2(10nt x E^!J#^: 19) - 
-fe>^#|(30nt) )<D^-y=f5<^l/^-^K^r5®|g'^J^Lfc0apan Bio Serviced ~frlh<D 
^rydtjtsru^r^-F&T—— U^Lfc^piGENEtRNA Pur Vector (Clonetech)<7XRNA 
Val promoter(DT^fc^if AU loopl(40nt, |E^lJ#^-: 18)£r^t?dsRNA£rte^i~5 
loopl-WRI-4, 3oJ;U\ loop2(10nt)3r^tfdsRNA<£f|e^*?'5WRI-4^ WRI-4m, 
WRI-16nu WRI-17nu *5j;t^WRI-18mCOf-f6a^CDsiRNA vector^rf^^L/c 0 

iU^M^ALfcia^J^O^^— -efe6 0 -^rtL^tLOsiRNA vector©^! 
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aisense 

brloopl (DIS^IJ fiAAAACTCGAGAAAAAAGGGAGC 

ACAACCATCTGCATTTGAGAGG(IS^lJ#-^-: 18), loop2(DlS^IJ{*CTTCCTGTCA( 
E#l#-i§-:19)-Cfc5„ 

[0048] ^WTl-siRNA KX^WTVMi^CO^^^HM 

WTlmRNA<D#^r t^Ut^M^t^^WM.^^^— MWTl-siRNA : 
loopl-WRI4, WRI-4, WRI-4m, WRI-16m,WRI17m, WRI-18m^fc{iWRI-4m, 
WRI-16m,WRI17m, WRI-18m<£>2grg^ (g|3, El43oJ;U^l )(DM.W^\MMfk 
HT- 1 080 131*3 it 3 WT 1 jt^^JUfl ffl $1* K O V ftUt. 

[0049] HT-1080$Bfl&^6®ig<D^^— MWTl-siRNA, ^3Mock^<^— t^at 

[0050] siRNA vectors^ t^Mock^^— \Z £%%±Mfe£kT <DJL1&iV?f ofc Q ttf 0 (£6 
well plate ^IfflJJft^l^ 3S 0 WTl-siRNA expression vector, ^oJ^Mock^^— 
FuGENE6 ( Roche ) ^^^XV^^^B^mK^Y^^J^y-YK^^^:, 3 0 

[0051] V^#>-7*^yhM$f fe^TCDHWeft ofc 0 siRNA^?!,^^^— , *5 it^Mock 

^Jf^SDS-PAGE^T^HtfL PVDF^^^V^^^L/Co l^fridrCWTlfei; 
#:C-19 (Santa Cruz Biotechnology) , ^v^Y^^^C^KWi Pharmingen X ^fctefet 
GAPDH^^Chemicon)^, 2^C^t#;tc:ALP conjugated antirabbit^^lfiantimouse 
tfiW- (Santa Cruz Biotechnology) SrfflV^TBCIP-NBT ^/M^T^I'feLfCo 
[0052] JifBO^oi^^n^r-^l^fcD^^;, WTl^^Lfci-^Ttf^^— IWT 
l-siRNA^j:oTWTl^^^(D^Ji,^iSTb-CV^r^^^^^^ofc 0 ^ttfecD 
5^>, WRI-4, WRI-4m, WRI-16m, WRI-18m x :&£TWRI-4m+16m+17m+lm8-e#T; 
3Lfc#-g\ mock^*— ^ALfc^tf) ^it^:/^<^JI 1 U-</M3:10~20% 
<Z)W-</V^^-ei£Tbfc^, loopl-WRI-4, WRI-17j:iJ;^«Lfd^WTl^^ 
(D^|g.(Di£T»@S{*^^^ofc (05) 0 
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[0053] imMm]^??—mwTi-siRNA\z£%MWMR&(vwTmm{ft^Myvm 

— MWTl-siRNA Xfo%, loopl-WRI4, WRI-4, WRI-4m, WRI-16m,WRI17m, 
WRI-18m^c«, WRI-4m, WRI-16m,WRI17m, joJ:tAVRI-18m0^^^2gA#72 

Tt"^T<DWTl-siRNA^JSJ3Mock^<^— X<D^MKlt^ilMKM&i^M : &$i 

mi^t'o ^d^wRi-4m^90%^_hit^t^fi!ijb^i o ^tiKM^xwT mmwmi& 

WPC-UBWMMZ.$o\ ^Xl^.6MM. ( ^>^ < -^^ r — MWTl-siRNACOV vf frKD^miCX 
[0054] &hK2WM<V^?&— MWTl-siRNA ( WRI-4m:Jo £tAVRI-16m )^®^r (DWTl^ 

mmW. AZ-521 WM3fl^ SW620±mWm&&£ZFHL-60&lhmMmcmAls72 

[0055] &±(D%£^ 3®i-^T<DWTl^^S^aiSt-*5V >TWRI-4m $o£Tf WRI-16m X 

[0056] [^ife^!|8] MWTl-siRNA^i§T* 0 h— ^(Df|^ 

SWTl-siRNA^3#<D^J!&^:|otf 3T*°h— >^<Dff ^-CUftffL-TCo 2 

®(DWTl^^BJi^HT-1080, AZ-521*5j:t^WTl#^^,lBJiattPC-14^*DV>-C 
WRI-4mMa^AnnexinV-FITC^oJ:OT-e^M^-feb, iMMr-y— KXM^V 

1—^7^. o 

[0057] ^£3T#r— v/^W»J^T^X@^J;«9^TofCo *1\ T*Kh 

— ^^MM&Wltttfrttm^ 1.0 X 10 5 {g(D£BJ3S^PBSri^U^MEBCYTO 
Apoptosis kit (Medical and Biological Laboratories Co., Ltd, Nagoya, Japan)^rffiV N 
TAnnexin V-FITC, &£Z$PUC£*)m&Xl5ftmR)t^^%£&Lfc. 0 Z.flb<DMti&& 
FACScan flowcytometer (Becton Dickinson, San Jose, CA) Xf$$T Annexin 

[0058] £l_kCD%£^ WRI-4m^tS«WTl^iaitaji^HT-1080ltajiS(D71.1%, AZ-521|0J§& 
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<?>40.6%<DjfflJ§ft&Cjol ^TT^Kh— ^^rfl^LfCo ^.tlKML^XWTW^MB^W 
[0059] [MMn&\ *<99>- MWTl-siRNA^i§^h=3^KyTJ^mfi^^ 

(D/6^5^^K^^-i-^/cfe^, wti^«»ht-io8o«. wjmmmm& 

^PC-14^IS^WRI-4m$?§V M^Mock^^— 1^JSL72B#Pb1#: t-^V ^N=i^K 

[0060] T*°h— ^fl^iCj;§$h=i^KyTj^m^(0^k ( A fra) (DMtfxfc. MitoLight 

apoptosis detection kit (ChemicorO^fflV^-Cffofco Ttf?h— : '/TMW&tDM^&^V 
=i^h*VT^&&mX&&MitoUght$:^&^y7T-- KX37°C, 15^4^^^<—^ 
a>"U FACScan<DFL2^^/M^T#?#fLfc 0 

[0061] £k±.<Dlfe^ WTl^Ja^aj^^-e^HT-lOSO^^oV^-CWRI^m^a^Mock ^ 

^—^MKit-<xmM^b^vvTmm^(Dm^mm^± 0 l^l-wti#^ 

lBJ^tt^fe^PC-14^feV>T{iWRI-4m^a^5h=3VKyTllSf5L(D^^^3gb 

[0062] mmimo'] mwTi-siRNAt^A,m(Dmmicx^mmmMmM(Dm^ 
m$/um<D&<fe*h^>b*vT&frir%mffi&mvxmMmzTtfb— ^%mm 

i~3 0 ^r^h3^KyT(DJ^«{5LSr^^$^-<^--MWTl-siRNA^b^^J 
-e^V^^#x.f^ 0 -t^-C'^W— MWTl-siRNA (WRI-4mfe§V^*WRI-16m)^t 

b*<Dmmmmmm&M$r^tio 

[0063] siRNA-<^— tik^m^M. death ligand£<Df#ffl fi^T»X@^i«9ffofc 0 m 
0 tC6 well plate^£fflJ3& £r^€\ S 0 ^•95 t — MWTl-siRNA^ 3o it^Mock^^— 
FuGENE6 ( Roche ) ^fflV ^-Cy^V^^v/3^&tCj;S9transient^^?a$-li:, 48B#^^ 
25 /z MO^htf^KC WAKO 0.2 /z M©K^y^^Vi/( Sigma )^fc«50mg/ml(D 
TNF-related apoptosis-inducing ligand (TRAIL) (Peprotech)"e$^^24B#P^MSLfc 



WO 2005/092394 22 PCT/JP2005/005824 

o 

ht- io803(wiattK^y/vtrws>5v M*^^v / WM^<^>^J^ii?it^WJ^Ii- 

5^WSWfe^J&o^(0i2*5J:tJ«igi3)„ 

^HT- 1O8O|0IS^V ^T^^— MWTl-siRNA^ai^ i^K^y/Vt^>^*5 
[0066] UUfe^Ill] ^yy— MWTl-siRNAirfet^^J^M^i^^h^^KyT^-r?) 

[0067] ^<y^— mwYi-s\swAbfo&AM<Dffim K^imm^mmu(Dm^.^Y^vv 

[0068] ^h3^KyT^^»ff^cD^h^AC^m(D^^WTOX@^fTofc„ » 
^PBS"e^#-b, 7K^bfcSTE/^5/yr w -(250mM sucrose, 25mM Tris, and ImM 
EDTA, pH6.8)-£i§#?U 15 ,000\n}&15ftj&'kVfc o _h?f ^#*<^2x Laemieli's SDS 

tyy/w^ 7 77- ^?M^b^^^^yn^h^^^-r§^-e-20°c-e^#b^i o 

[0069] ^_h(D^»^*, g|16t^i-j;5^WRI-4m^-^tb^tb»^J^»#ffl^S^ 
[0070] ^<y^— MWTl-siRNA^K^y/Vtf-yy, ^h^VKfoSl M2TRAIL<D^;ft^W:<^ 

i#m «ifflf ® ^ rmm^y n — iMr-y hy — ic j: «9 fpteuto wRi-4m^ k 

, 5:h=3^Kyri^*^cD^^^icut5^^fc(igi7*3j;Tj?Eii8) 0 

[0071] $e>l^Si#MWsiCT#h— ^fl^J^LT^ g $tvTV ^TRAILi!^^— M 
WTl-siRNA(D#ffflgtl^:^oV ^xm^fct^, K^y/vtf i/^^t^Kv-Kir^flf 



WO 2005/092394 



23 



PCT/JP2005/005824 



[0072] *55WiaoT, WTlit^^cD^^^^^J^^p^lJi-^r^^-tf^^siRNA, :Jo£ 

[0073] WTiitfcTO, WMM^M^^ir^t^htiX^ ^%z.bfab. ^^m^MMfe 



WO 2005/092394 



24 



PCT/JP2005/005824 



m^mm 



en 



[2] 



[3] 



[4] 



[5] 



[6] 
[7] 



[8] 



ilRNA 



(b) (a)O^JT#|RNA£r=t— Ki~5DNA 



(c) (b) (DDNA^WA^tlfc^^— 

't&KNAibh WTlit^^-(Dfe^^#)(D17AA^it^MW^RNA^RNA^^ 



r.MB.RNA&, ^T»(a)~(c)(DV>-ftL^^-fB^C»DNA^— K^tL^RNA, 
^RNAt^MW^RNA^tp^m^RNA-efe^, ff^ill ^fB*<D|flJ§&*i5il}J]] 

(a) IS^iJ#-^-:9, 12, 14, ^fc«16(DV^tt^^-IBft(D^^BB^J^ti'DNA 

(b) ie^lJ#^-:9, 12, 14, ^c«16(DV^-f ^^^fSic^^g^lJ^-a-tPDNA^hU 



1/ 



(c)IS?iJ#^-:ll, 13, 15, *fcf^l7(DV^-ftb^^-fE<!c^*IS?lJ^'a•t^DNA 



£it<d (a) a>£> (c) co\ ^nfr&m$Mftbvx^mir%mmm$iwmo 

(a) WTlM^^(Dm^M^^W^RUAtt%RNAicmW^RUAt^nr.m 
§|RNA 

(b) (a)co^Ji#|RNA£r=3— Ri^DNA 



(c) (b) (DDNA^^f A£fbf'^<^ 



WO 2005/092394 



25 



PCT/JP2005/005824 



^RNAt^MW^RNA^tp^m^RNA-efc^, f*^ll8^fB^(D^J3a5EM^ 
Mo 

(a) IE^lJ#-^:9, 12, 14, tLfz.m6<D\^tlfi>lcm^CD^.^mFl&-^t?DNA 

(b) ie?lJ#^-:9, 12, 14, ^fil6(DV^ ^^^fEic^Sge^J^-a-tPDNAir^MJ 



(c)ga^!j#-^-:ll, 13, 15, ttt±17<D\t^tli>^ZJ^<D&&6&Q&i£ttDNA 

IW»^ii)!at^JfM8~lo©v^ftl^lu|Bi(7)»^iii 

-e&>5, ff5^<Il8~lO(Dv^i :i ^^cfE«c(DM5Ef|^Jo 

(a) WTljt^^(D^^M^^ffiMKj^RNA^RNA^>f : iM^J^RNAt^t?— M 
IS RNA 

(b) (a) OZlTfi^RNASr^* — K"3~<5DNA 

(c) (b) (DDNA^jf A$tvfc^^— 

^M#|RNA#\ ^T»(a)~(c)(DV>-f^^-fB^<DDNA{c:r3— K^tL^RNA, 
^RNAt^MW^RNA^tP^m^RNA-efc§, If ^lI13^fB4fe(D^J 0 

(a) IS?lJ#-^-:9, 12, 14, ~kfz.m6<D\^thfrlcmm<Di&mmF\$:^t?DUA 

(b) IE^J#-^-:9, 12, 14, titcmGW^frlfi^cm^^l&Mm^l&^fcDNAtXhV 

^^^h^^frT-CvN^y^vx-r^DNA 

(c) IE?lJ#^-:ll, 13, 15, ^fc«17<DV^-f^^-fEic^Kia?lJ^ti'DNA 



j^T^ (a) ^ (c) <d\ ^~ffrifa&i?m)$frb^x^irz>, m% 



mm 



(a)WTim^l L <Dm^M^^^^RNAtmRNAKmW^RNAt^t^r.m 

Mrna 



WO 2005/092394 



26 



PCT/JP2005/005824 



(b) (a)CD^JT#|RNA^=3— Ki~5DNA 

(c) (b) (DDNA&W A&tllt^??— 

[16] ZLMfgRNAibK £IT<D (a) ~ (c) <D\ vf fl^KfSM<DDNA\^— K£*t5RNA, *3 <£ 
I^RNA^BMlft&RNA^tj^MilRNA^fcS, ft 3fcJgl5^fE^<D^tf!| 0 

(a) gB^!j#-^:9, 12, 14, itfcliZl6<D\^1Ftlfrfc&M<DMWEffll^ttDNA 

(b) BB?!j#-^:9, 12, 14, ttzm6<D\f^tlfrK^&<DteMWffil^ttDNAbXhV 

^^^h^^T-CvN^y^vx-r^DNA 

(c) ga^IJ#-^:ll, 13, 15, ttl±l7(D^iFtlfriZfc1&<DM&mm^t*DNA 
[17] ^IT© (a) frb (c) <DV mmmc^ ^h^K 

(a) WTl»^^<Dfe^^^^MW^RNA^RNA^+BMl^^RNA^^tP^m 
#|RNA 

(b) (a)<D^fi#KRNA^=3— Ki-^DNA 

(c) (b) ©DNAflSJf A&Jh/fc-*^— 

[18] ^MfCRNA#\ (a) ~ (c) <D\ ^jO^IESc^DNA^— K£*L3RNA, 3o J: 

U^^RNAt^MW^RNA^-a-tP^m^RNA-e^, ff jfc® 1 7{CfB^(D^J 0 

(a) IS?IJ#-^:9, 12, 14, 3;fcm6<Dl ^^^IB^^^^BE^-a-tpDNA 

(b) IS^iJ#-^-:9, 12, 14, ^c«16<DV^i a tL^^-fB^^^BB^J^'a-ti'DNA^MJ 
^^^h^^#TT:vN^y^VXi-§DNA 

(c) IS?lJ#^-:ll, 13, 15, *fcf*17<DV^-ftbd^CfEic(7)^*IS?lJ^'a-t?DNA 

[19] J^T<^(a)^^(c)(DV^-f^^#^I^^b-C^i-§, ©f^nAC© 

(a) WTl»^^-(Dfe^^^^BMW^RNA^^RNA(^MW^RNA^^tP^m 
#|RNA 

(b) (a)(D^M^RNA^=3— Ki~§DNA 

(c) (b) (DDNA^WA&tlti^?— 

[20] ^StlRNA/^ J^TCO (a) ~ (c) (£>l ^Ttl^^fBiSc^DNA^— K£tL5RNA, $o£ 
t^f^RNAt^M^^RNA^-a-tP^m^RNA-efc^, ft^lI19^fBft(D^J 0 



WO 2005/092394 



27 



PCT/JP2005/005824 



(b) ie?lJ^^-:9, 12, 14, ^«16(DV^tL/?)^-fB^^^ia^J^'a-tPDNA^MJ 

(c) IS^lJ#-^:ll, 13, 15, ^c{il7(DV^-f^^ifBife<Z)^:^ia^lJ^t?DNA 



WO 2005/092394 



1/17 



PCT/JP2005/005824 



[mi] 



120 



100 



X 






80 



60 



40 



20 



0 



[02] 



24h 



P<0.0001 




48h 



P<0.0001 



Mock 



WRH 




72h 



WRI-4 



Mock 



17AA(+) 
17AA(— ) 




2/17 

WO 2005/092394 PCT/JP2005/005824 



[03] 




3/17 



WO 2005/092394 



PCT/JP2005/005824 



[04] 




B5IJ 




mm 




4/17 

WO 2005/092394 PCT/JP2005/005824 




5/17 



WO 2005/092394 



PCT/JP2005/005824 



me] 



o 

Q_ 



00 ^_ 

T- + 



m 
w 

e 




to 



CD 



co 



cm 



... E 

E » 
to + 

V E 

a: £ 

51 

~ CD 

2 1 

CO _ ■» 



a: J 

cm| 

JL » 



CM ■=* _1 



O E 



CM 



00 



CD 



C\J 



(% of control) 



WO 2005/092394 



6/17 



PCT/JP2005/005824 




wti <D§%m, 



AZ-521 
( + ) 



SW620 HL-60 
(+) (+) 



WO 2005/092394 



7/17 



PCT/JP2005/005824 



O 
Q_ 



CM 

m 



CO 



m 
s 




I ■ f f * 



to 
id 



t m 



v 



10 



10 3 10 2 10 1 



flU fl T I-l f l i i nf i i — pnrrn i 1 



CO 



CO 




fflTTTl I 



10' 



FL2-H 



10 4 10 3 10 2 10 1 10° 

FL2-H 



in 




■JL JJL 



■ ■ ■ ». 



■I ' f. 



IO 
CO 



.p J. 




ro 



CM 

rs 



I m w ■ i i ■ r fiiir t 



|i n j T y ^ i* "[if ii ■ ■ i 

104 103 102 io 1 l60' 

FL2-H 



■ _ , t 



Ol 

r4 




ro 



rM 



psn ■ t I | ITU £ ■ I |KII; ft I fl¥i I I . 

10 4 10 3 10 2 10 1 10° 

FL2-H 




CD 



CO 



- IO 4 




ro 



FL2-H 



— T I — I 1* III I I I piRI Tl SJ f- m Y~ , 

10 3 10 2 10 1 10° 

F12-H 



0£ 



o 

o 



8/17 

WO 2005/092394 PCT/JP2005/005824 




HT-1080 AZ-521 PC-14 



WT1 0)%lM. 



( + ) 



(-) 



WO 2005/092394 



9/17 



PCT/JP2005/005824 



[010] 




WO 2005/092394 



10/17 



PCT/JP2005/005824 



an] 



< 



G 
K 



n 
/// 



25 



20 



15 



10 



0 



wti omm. 



* 

i 1 




HT-1 080 

( + ) 



N.S 

I 1 



PC-14 
(-) 



□ Mock 



WRI-4m 




WO 2005/092394 



11/17 



PCT/JP2005/005824 



mm 



140 



120 



100 



o 

5— 

e 
o 

U 



80 



60 




am 



40 



20 



0 





Mock 



WRI-4m 



WRI-16m 



DOX : 



(-)(+) 



(-)(+) 



(")(+) 



12/17 



WO 2005/092394 



PCT/JP2005/005824 



[013] 



O 



o 



o 




100 



90 



80 



70 



60 



50 



40 



30 



20 



10 



0 





Mock 



WRI-4m WRI-16 



ETP: (-)(+) (-)(+) (")(+) 



WO 2005/092394 



13/17 



PCT/JP2005/005824 



mm 



90 




P<0.01 



Mock WRI-4m WRI-16m 



WO 2005/092394 



14/17 



PCT/JP2005/005824 




Mock WRI-4m WRI-16m 



15/17 

WO 2005/092394 PCT/JP2005/005824 



mm 





16/17 

WO 2005/092394 PCT/JP2005/005824 



[017] 




m 



in 




» » * I F 



I I I | * I I ■ | ! > I 1 | 1 1 11 | i f I ff ~ O 



2 CO 

■ 

CM 




i > i > 1 1 1 iii i TirnTi ii 1 1 1 1 n > i i i ■ i f " o 



LU 

+ 



X 

o 

Q 




100 80 60 40 20 0 
Counts 



100 SO 60 40 20 0 
Counts 



<J 



5DC 

**** 



m 
m 



A 

n 



/// 



+ 

a: 

0) 



WO 2005/092394 



17/17 



PCT/JP2005/005824 



[018] 




WTLsiRNA: <-H + ) <-H + > (->< + > <->< + > 

Drug: (-) DOX ETP TRAIL 



INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP2 005/005 824 


A. CLASSIFICATION OF SUBJECT MATTER 

int. CI 7 A61K48/00, 31/7088, A61P35/00, 35/02 






According to International Patent Classification (IPC) or to both national classification and IPC 




B. FIELDS SEARCHED 


Minimum documentation searched (classification system followed by classification symbols) : 
Int. CI 7 A61K48/00, 31/7088, A61P35/00, 35/02 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 

Jitsuyo Shinan Kbho 1922-1996 Jitsuyo Shinan Toroku Kbho 1996-2005 
Kokai Jitsuyo Shinan Kbho 1971-2005 Toroku Jitsuyo Shinan Kbho 1994-2005 


Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 1 
BIOSIS { DIALOG) , CAPLUS (STN) , MEDLINE (STN) 


C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. j 


Y 


MURATA, Yo j i et al . , The Wilms tumor suppressor 
gene WT1 induces Gl arrest and apoptosis in 
myeloblastic leukemia Ml cells, FEBS Letters, 
1997, Vol.409, No.l, pages 41 to 45 


1-7 


Y 


INOUE, K. et al . , Wilms' tumor gene(WTl) 
competes with diff erent iation- inducing signal 
in hematopoietic progenitor cells. Blood., 1998, 
Vol.91, No. 8, pages 2969 to 2976 


1-7 


Y 


0 JI , Y. et al . , Expression of the Wilms' tumor 
gene WT1 in solid tumor and its involvement 
in tumor cell growth, Japanese Journal of 
Cancer Research, 1999, Vol.90, pages 194 to 204 


1-7 


1 x 1 Further documents are listed in the continuation of Box C. 


1 I See patent family annex. 




* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 
to be of particular relevance 

"E" earlier application or patent but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other means 

"P" document published prior to the international filing date but later than 
the priority date claimed 


"T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

" Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

"&" document member of the same patent family 


Date of the actual completion of the international search 
21 June, 2005 (21.06.05) 


Date of mailing of the international search report ! 
05 July, 2005 (05.07.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsmiile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 05/0 05 82 4 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


DAVIES, Jamie A. et al., Development of an 
siRNA-based method for repressing specific 
genes in renal organ culture and its use to 
show that the Wtl tumor suppressor is required 
for nephron differentiation, Human Molecular 
Genetics, 15 January, 2004 (15.01.04), Vol.13, 
No. 2, pages 235 to 246 


1-7 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 05/ 005824 



Box No. II 



Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2) (a) for the following reasons: 
Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



□ 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

The invention of claim 1 relates to a cytostatic agent comprising as an active 
ingredient any of the following: (a) double stranded RNA containing RNA 
complementary to a transcription product of WT1 gene and RNA complementary 
to the RNA, (b) DNA coding for the double stranded RNA (a) , and (c) vector 
having the DNA (b) inserted therein. However, as the siRNA targeting WT1 gene 
is publicly known, there is no common matter, considered as a special technical 
feature within the meaning of PCT Rule 13 .2, second sentence, to the invention 
of claims 1-7, invention of claims 8-12, invention of claims 13-14, invention 
of claims 15-16, invention of claims 17-18 and invention of claims 19-20. 
(continued to extra sheet) 



1- □ 

2- □ 



3. 



□ 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4- | x | No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1-7 



Remark on Protest 



□ The additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/2 1 0 (continuation of first sheet (2)) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 05/0 05 82 4 



Continuation of Box No. Ill of continuation of first sheet (2) 



Consequently, no technical relationship within the meaning of PCT Rule 
13 can be found among the different inventions . Therefore, as among these 
inventions, there is no technical relationship involving one or more 
of the same or corresponding special technical features, it does not 
appear that these inventions are linked with each other so as to form 
a single general inventive concept. 



Form PCT/ISA/210 (extra sheet) (January 2004) 




3m<oMf*z>&&<o&9B. mmmw^m (ipo > 

IntCl. 7 A61K48/00, 31/7088, A61P35/00, 35/02 



B. lS*Mrofc^ 



m^not^Mmm- mmm^m (ipc) > 

IntCl. 7 A61K48/00, 31/7088, A61P35/00, 35/02 



1922—199 6^ 

1971 — 200 5# 

1996 — 200 5^ 
1994—200 



■.x&m vtzLm^—?^—* tf—?^<—*(D%^ mmz.^mvtzLmm) 



BIOSIS (DIALOG) , CAPLUS (STN) , . MEDLINE (STN) 



C. 



MURATA, Yoji et al. , The Wilms tumor suppressor gene WT1 induces 
Gl arrest and apoptosis in myeloblastic leukemia Ml cells, FEBS 
Letters, 1997, Vol. 409, No. 1, p . 41-45 

Inoue K. et al. , Wilms' tumor gene (WT1) competes with 
differentiation-inducing signal in hematopoietic progenitor 
cells. Blood, 1998, Vol.91, No. 8, p. 2969-2976 

Oji Y. et al. , Expression of the Wilms 3 tumor gene WT1 in solid 



1 — 7 



1-7 



1-7 



<DB©f»£4«3;ft/fc::S:i 

coff^teX^it^^^v^ & ft 5 t CD 

&<>xmi&m^j:^t%£bfriz>h<D 



21. 06. 2005 



Oa 7. 2005 



e^awtf^r (i sa/j p) 

100—8915 



3^ 



03—3581—1101 



4 C 



9 4 5 4 



3 4 5 2 



fSPCT/ I S A/2 1 O (^2«^— V) (2004^11) 



|ggfflffi#* PCT/J P 2 0 0 5/0 0 5 8 2 4 



C OR*) 



.a. 



tumors and its involvement in tumor cell growth, Japanese Journal 
of Cancer Research, 1999, Vol. 90, p. 194-204 

DAVIES, Jamie A. et al. , Development of an siRNA-based method 
for repressing specific genes in renal organ culture and its 
use to show that the Wtl tumor suppressor is required for 
nephron differentiation, Human Molecular Genetics, 2004. 01. 15, 
Vol. 13, No. 2, p. 235-246 



1-7 



iSPCT/ISA/2 10 (« 2 (20 04^1^) 



ft 



BHffl@S#-§- PCT/J P20 0 5/00 5 8 24 



n 



g8^^3^ (PCT17*(2) (a)) <D%Lfefc£. V) % CCD 



1. r KWWfcBH 



2. r ts*o 



3. r it^i 



,tMfc0>(8H"Cfco TP C T»I!I6. 4(a) (Dm 2 rSTS.WS&aSroffijSJ! 



IE 



ftteiJfc^S 3: 5&CCCDB 

RMeottS l (c«<5%g9M: % l^T© (a) (c) ^)VvftLSd«ffiW^k UT^^6»ii^^Jtc:|i-rs^(D-efoSo (a) WTl 51 
{tt&feWM&fcfaWbtZ RNA t^RNA |cMtK3& RNA £ tr RNA, ( b ) ( a ) CD^MM RNA & a — § DNA, ( c ) (b) CO DNA 

iMi3-i4i^5m amos i5~i6 i^m&mm, m&m i ? - 1 s i^mzmwi, m&mi pctii 



1. r Hj^A^i&^&i&SPM^ -^a^i 



2. r iiJP8B*^»C3|s|'SrS* ta r S*T*fe&<. i"-<XOpSRT|g*W*co 



3. r tyisA^^^^ppa^&w^— a$^^.b^^rart^#b^^ofccDT% ccos^i 



1-7 



SPCT/I SA/2 1 0 (f l^Ogi (2) ) (2004^1^) 



